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What is claimed is; 



10 



15 



20 



25 



1. A method for treating or preventing 
neoplasia disorder in a mammal in need of such treatment 
or prevention, which method comprises administering to 
said mammal a therapeutically-ef f ective imount of a 
combination of an integrin antagonist ^and one or more 
antineoplastic agents, wherein saidyantineoplastic 
agents are selected from the group/consisting of 
anastrozole, calcium carbonate, ^apecitabine , 
carboplatin, cisplatin, Cell Pathways CP-461, 
cyclophosphamide, docetaxel, y&oxorubicin, etoposide, 
fluorouracil (5-FU) , fluoxWes trine , gemcitabine, 
goserelin, irinotecan, ket/oconazole , letrozol, 



:or« 



me, 



egestrol , mitoxantrone, 
etinoic acid, tamoxifen, 
mifene , vinorelbine, 
selenium (selenomethionine) , 
ndac sulfone and eflornithine 



30 



leucovorin , levamiso 
paclitaxel , raloxif ffre/ 
thiotepa , topotecan 
vinblastine , vincr y 
ursodeoxycholic a<zfi<Sl sul 
(DFMO) . 

2 . The inethod of Claim 1 wherein the combination 
is administered in a sequential manner, 

3 . T#e method of Claim 1 wherein the combination 
is administered in a substantially simultaneous manner, 

4 . / The method of Claim 1 wherein the 
antineoplastic agent is capecitabine . 

5/ The method of Claim 1 wherein the 
antir}4oplastic agent is carboplatin. 

The method of Claim 1 wherein the 
antineoplastic agent is cisplatin. 
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7 . The method 
antineoplastic agent 

8 . The method 
antineoplastic agent 

5 9 . The method 

antineoplastic agent 

10 . The method 
antineoplastic agent 

11 . The method 
10 antineoplastic agent 

12 . The method 
antineoplastic agen 

13 . The method 
antineoplastic agent 

15 14 . The methdi 

antineoplastic age: 

15 . The metfio 
antineoplastic afgent 

16 . The ihethod 

2 0 antineoplastj/c agent 

17 . Tne method 
antineoplastic agent 

18. / The method 
antineoplastic agent 

25 ISf. The method 

antineoplastic agent 

20. The method 
antineoplastic agent 

21. The method 

3 0 antineoplastic agent 
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of Claim 1 wherein the 
is Cell Pathways CP-4j 
of Claim 1 wherein prne 
is docetaxel . 
of Claim 1 wherein the 
is doxorubicii 
of Claim 1 wKerein the 
is etoposicre. 
of Claim A. wherein the 
is f luo/ouracil (5-FU) , 
of Cl^im 1 wherein the 
As ^fiuoxymestrine. 
c|f/Cl^im 1 wherein the 
icitabine , 
Clkim 1 wherein the 
goserelin . 
Claim 1 wherein the 
irinotecan . 
Claim 1 wherein the 
ketoconazole . 
Claim 1 wherein the 
letrozol . 

Claim 1 wherein the 
leucovorin . 
Claim 1 wherein the 
levamisole . 
Claim 1 wherein the 
megestrol . 
Claim 1 wherein the 
mitoxantrone . 
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22 . The method of Claim 1 wherein tjae 
antineoplastic agent is paclitaxel . 

23 . The method of Claim 1 wherei^i the 
antineoplastic agent is raloxifene 

24. The method of Claim 1 whetein the 
antineoplastic agent is retinoic yacid. 

25. The method of Claim 1/wherein the 
antineoplastic agent is tamoxifen. 

26. The method of Claijfi 1 wherein the 
10 antineoplastic agent is th/otepa. 

27 . The method of C&aj.m 1 wherein the 
antineoplastic ager/| isXfebpotecan, 

28. The methtxfi qfe CUaim 1 wherein the 

antineoplastic agenty^is tc\remif ene . 

15 29. The methbtl of Claim 1 wherein the 

antineoplastic ag^nt. is vinorelbine. 

30. The meyfchofc of Claim 1 wherein the 
antineoplastic yagenti! is vinblastine. 

31. The/method of Claim 1 wherein the 
20 antineoplastic agent is vincristine. 

32 . The method of Claim 1 wherein the 
antineoplastic agent is selenium (selenomethionine) . 

33 . / The method of Claim 1 wherein the 
antineoplastic agent is sulindac sulfone. 

25 34r. The method of Claim 1 wherein the 

antineoplastic agent is ursodeoxycholic acid. 

15. The method of Claim 1 wherein the 

antineoplastic agent is eflornithine (DFMO) . 

36. The method of Claim 1 wherein the integrin 
3 0 antagonist is selected from compounds, and their 
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pharmaceutically acceptable salts thereof, 
consisting of : 
1) 



10 



15 



(3R) -N- [ [5- [ (1, 4, 5, 67^:etrahydro-5-hydroxy-2- 
pyrimidinyl ) amino] -/ 

3 -pyr idiny 1 ] carborfyl ] glycyl - 3 - ( 3 -bromo- 5 - 
chloro-2 -hydroxv£>henyl ) -b-alanine , 
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the group 



lydro-6-oxo-5- [(1,4,5,6- 
o-5-hydroxy-2-pyrimidinyl ) amino] —3- 
pyr/dinyl] carbonyl] glycyl -3- ( 3 -bromo-5-chloro- 
2-ftydroxyphenyl) -b-alanine, 



C0 2 H 

[3R) -N- [3 -amino-5- [(1,4,5, 6-tetrahydro-5- 
hydroxy-2-pyrimidinyl ) amino] benzoyl }glycyl-3 - 
( 3 -bromo- 5 -chloro- 2 -hydroxyphenyl ) -b-alanine , 
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4) 



10 



15 



5) 



6) 



HO 




C0 2 H 



CONHOH, 

(3R) -N- [3- [ (hydroxyaminoycarbonyl ] -5- 
[(1,4,5, 6-tetrahydro-57hydroxy) -2- 

pyrimidinyl) amino] benzoyl ] glycyl -3 - (3-bromo-5- 

chloro-2-hydroxypheiayl ) -b- alanine, 




(3R) -N-[: 
yl ) amino] 
hydroxyp^ 



Hy 



C0 2 H 

(4- \ 5-dihydro-lH-imidazol-2- 

] glycyl-3- (3-bromo-5-chloro-2- 
1) -b-alanine, 



H 

HN^N 
NH 2 



° H HO yS 



*C0 2 H 
(2R)-N-[3- 

( aminoiminome thyl ) amino ] benzoyl ] glycyl-3 - ( 3 - 
'bromo-5-chloro-2-hydroxyphenyl ) -b-alanine, 
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7) 



8) 



OH / 



*C0 2 H 



(3R) -N- [3-hydroxy-5- [ (1,/, 5, 6- tetrahydro-5- 
hydroxy-2-pyrimidinyl ) /mino] benzoyl ] glycyl-3 - 
( 3 -bromo-5-chloro-2 -feiydroxyphenyl ) -b-alanine , 




10 



OH 

(3R) -N- J/$- hydroxy- 5- [(1,4,5, 6- tetrahydro-5- 

-pyrimidinyl) amino] benzoyl ] glycyl-3- 
(3 , 5-dj\chloro-2-hydroxyphenyl ) -b-alanine, 



15 



HO 




H HO rS 

CQ 2 H 



OH 



(3R) -N- [3 -hydroxy- 5- [(1,4,5, 6-tetrahydro-5- 
hydroxy-2 -pyrimidinyl ) amino] benzoyl ] glycyl-3 - 
( 5 -bromo-3 -chloro-2 -hydroxyphenyl ) -b-alanine , 
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10) 



y - 
Q 



10 



11) 



HO 




>H 



OH 



(3R) -N- [3 -hydroxy- 5- [(1,4,5, 6- t^trahydro-5- 
hydroxy-2 -pyrimidinyl ) amino ] benzoyl ] glycyl-3 - 
( 3 -br omo - 5 - chl oro - 2 -hydr oxypl^eny 1 ) -b- al anine , 



b-[3-[ [ [3-[ [ 
yl ) amino ] phe' 
di f luor obenz ene 




C0 2 H 



5i-lH-imidazol-2- 
. ] amino ] phenyl ] -3,5- 
ropanoic acid. 



15 



12) 



' H O 
L,NH Kj H 




C0 2 H 



3, 5-difiauoro-b- [3- [ [ [3- [ ( 1 , 4 , 5 , 6-tetrahydro-2- 
pyrimi&inyl ) amino ] benzoyl ] amino ] methyl ] phenyl ] 
benz enepr opano ic acid, 
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13) 



10 



15 



14) 



15) 



16) 




OMe 



CC0 2 H 
NHC0 2 iPr 



H H 
N N. 



[I 



^Y^C0 2 H 



(2E) -3- [3-ethyl-4^ [ [3- [ (1, 4, 5, 6- tetrahydro-2 • 
pyrimidinyl ) amyho] benzoyl] amino] phenyl] -2- 
propenoii: 



(2E) 
yl) aiftino 



propenoic 



' \ H O 

- [2- [3- [ (4, 5-dihydro-lH-imidazol-2- 
phenyl] -2 -oxoethoxy] phenyl ] -2 - 
acid, 




,^C0 2 H 



(10S) -10, ll-dihydro-3- [3- (2- 
pyridinylamino) propoxy] -5H- 
dibenzo [a, d] cycloheptene-10-acetic acid, 
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17) 



10 



15 



18) 



19) 



N 
H 



(2S) -2,3 
methyl -1 
yl ] methyLL 
benzodia 




(2S) -7- [ [ (lH-benzimidazol-4- 
ylmethyl)methylamino] carponyl] -2,3,4,5- 
t e t r ahydr o - 4 -me thy 1 - 3 - goto - 1H— 1 , 4 - 
benzodiazepine -2 -acetic acid, 



H ^C0 2 H 

etrahydro-4 -methyl -7- [ [ [ (5- 
zo [4 , 5-b] pyridin-2- 
amino\) carbonyl ] -3-oxo-lH-l , 4- 
4pine-2'-acetic acid, 



H 





O \ O 
H 



(bR) -b- [ [ [ (3R) -2-OXO-3- [2- (1,5, 6 , 7-tetrahydro- 
1, 8-naphthyridin-2-yl) ethyl] -1- 
pyrrolidinyl] acetyl] amino] -lH-indole-3- 
pentanoic acid, 
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H 




C0 2 H 
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42) 



43) 



HN 




N 



o o o 

H / and 



H 



5 37. The method of Cla; 

antagonist is 




"OH 



✓herein the integrin 



H 




(10S) -10/, ll-dihydro-3- [3- (2- 
pyridiiwlamino) propoxy] -5H- 
dibenz/o [a, d] cycloheptene-10-acetic acid. 
38. The nyethod of Claim 1 wherein the integrin 
antagonist is 

O 



H 



H ^C0 2 H 

[2S) -7- [ [ (lH-benzimidazol-2- 
'lmethyl ) methylamino] carbonyl] -2,3,4,5- 
f tetrahydro-4 -methyl -3 -oxo-lH— 1 , 4- 
benzodiazepine-2 -acetic acid . 
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39. The method of Claim 1 wherein the ijaftegrin 
antagonist is 



40 



H ^C0 2 H 

(2S) -2,3,4, 5-tetrahydro-4/methyl-7- [ [ [ (5- 
methyl-lH-imidazo [4 , 5-bypyridin-2- 
yl] methyl] amino] carbonyl] -3-oxo-lH-l, 4- 
benzodiazepine-2-aeejcic acid. 
The method of CiHa'i/n l\^herein the integrin 



antagonist is 



10 



H 





15 



NH 

O \ O 
O H 

(bR) -b/- [ [ [ (3R) -2-OXO-3- [2- (1,5,6, 7 - tetrahydro- 
1 , 8-raaphthyridin-2-yl) ethyl] -1- 
pyrrralidinyl] acetyl] amino] -lH-indole-3- 
pei/tanoic acid. 
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41. The method of Claim 1 wherein the irycegrin 
antagonist is 



MeHN N 

,,/C0 2 H 

42 . The method of Claim 1 wherein the integrin 
antagonist is Vitaxin antibody ( I/xsys ) . 

43 . The method of Claim L wherein the integrin 



antagonist is Merck K< 

44. The method 
antagonist is 



4, cyclo [RGDf -N(Me) V- ] 
1 wherein the integrin 




\ o o 



OH 

NHCOgPh 

45. The method of Claim 1 wherein the integrin 
antagonist is 



O NHS0 2 Ph 
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46. The method of Claim 1 wherein th^ integrin 
antagonist is 



47. The method of C 
antagonist is 



wherein the integrin 




48. The iftetlipcj of Claim 1 wherein the neoplasia is 
selected from/ the group consisting of lung cancer, 
breast cancer, gastrointestinal cancer, bladder cancer, 
head and neck cancer and cervical cancer. 

49. The method of Claim 1 wherein the neoplasia is 
selected feom the group consisting of acral lentiginous 
melanoma,/ actinic keratoses, adenocarcinoma, adenoid 
eyes tic carcinoma, adenomas, adenosarcoma, adenosquamous 
carcinoma, astrocytic tumors, bartholin gland carcinoma, 
basal aell carcinoma, bronchial gland carcinomas, 
capillary, carcinoids, carcinoma, carcinosarcoma, 
cavernous , cholangiocarcinoma , chondosarcoma , choriod 
plexus papilloma /carcinoma , clear cell carcinoma, 
cystaaenoma, endodermal sinus tumor, endometrial 
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hyperplasia, endometrial stromal sarcoma, eijoometrioid 
adenocarcinoma, ependymal, epitheloid, EwLAg's sarcoma, 
f ibrolamellar, focal nodular hyperplasia/ gastrinoma, 
germ cell tumors, glioblastoma, glucaoonoma, 
hemangiblastomas , hemangioendothelioma, hemangiomas , 
hepatic adenoma, hepatic adenomatosis, hepatocellular 
carcinoma, insulinoma, intaepitheflial neoplasia, 
interepithelial squamous cell neoplasia, invasive 
squamous cell carcinoma, large cell carcinoma, 
leiomyosarcoma, lentigo mal/gna melanomas, malignant 
melanoma, malignant mesotKelial tumors, medulloblastoma , 
medulloepithelioma, melanoma, meningeal , mesothelial, 
metastatic carcinoma, jrfiucoepidermoid carcinoma, 
neuroblastoma , /leuro^i the 1 ial adenocarc inoma nodular 



inoma, oligodendroglial , 
eati>p polypeptide, papillary serous 
neal qell, pituitary tumors, 



melanoma, oat fc^ll 
osteosarcoma, fpai 
adenocarcinoma 

plasmacytoma, pfse^dosarcoma, pulmonary blastoma, renal 



cell carcinom^, \retinoblastoma, rhabdomyosarcoma, 
sarcoma, serpus <$afrcinoma, small cell carcinoma, soft 
tissue carrfinomas , somatostatin-secreting tumor, 
squamous carcinoma, squamous cell carcinoma, 
submesotMelial , superficial spreading melanoma, 
undifferentiated carcinoma, uveal melanoma, verrucous 
carcinoma, vipoma, well differentiated carcinoma, and 
Wilm';s tumor. 

'50. A method for treating or preventing a 
neoplasia disorder in a mammal in need of such treatment 
or rorevention, which method comprises administering to 
safLd mammal a therapeutically-ef f ective amount of a 
combination of radiation therapy, an integrin 
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antagonist, and one or more antineoplastic agen/cs, 
wherein said antineoplastic agents are selected from the 
group consisting of anastrozole, calcium carbonate, 
capecitabine , carboplatin, cisplatin, Cell/ Pathways CP- 
461, cyclophosphamide, docetaxel, doxorubicin, 
etoposide, fluorouracil (5-FU) , fluoxyirfes trine, 
gemcitabine, goserelin, irinotecan, teetoconazole , 
letrozol, leucovorin, levamisole, m6gestrol, 
mitoxantrone , paclitaxel, raloxifene, retinoic acid, 
tamoxifen, thiotepa, topotecan, ytoremif ene , vinorelbine, 
vinblastine, vincristine, selenium (selenomethionine) , 
ursodeoxycholic acid, sulind/c/sulf one and eflornithine 
(DFMO) 

0 wherein the combination 
manner . 
wherein the combination 
antially simultaneous manner, 
laim 50 wherein the 



rentiaJ 



Laim 5( 



mi 



'of 



51. The method o 
is administered in a s4 

52 The method o 
is administered in a 

53 . The method 
antineoplastic agent is capecitabine 

54. The method of Claim 50 wherein the 
antineoplastic agent is carboplatin. 

55. The method of Claim 50 wherein the 
antineoplastic Agent is cisplatin . 

56. The Method of Claim 50 wherein the 
antineoplastic agent is Cell Pathways CP-4 61 

57. Thfe method of Claim 50 wherein the 
antineoplastic agent is docetaxel. 

58. The method of Claim 50 wherein the 
antineoplastic agent is doxorubicin. 

59. /The method of Claim 50 wherein the 
antineoplastic agent is etoposide. 
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60. The method 
antineoplastic agent 

61. The method 
antineoplastic agent 

5 62 . The method 

antineoplastic agent 

63 . The method 
antineoplastic agent 

64. The method 
10 antineoplastic agent 

65 . The method 
antineoplastic agent 

66. The method 
antineoplastic?" #xr^n/ 

15 67 . The fcetl 

antineoplastic 

68. The 
antineoplasti 

69. The /method 

2 0 antineoplast 

70. Tne method 
antineoplastic agent 

71. /The method 
antineoplastic agent 

25 72./ The method 

antineoplastic agent 
73 . The method 
antineoplastic agent 
'4 . The method 

3 0 antineoplastic agent 
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of Claim 50 wherein thfe 
is fluorouracil (5-?xJ) 
of Claim 50 wherein the 
is f luoxymestrine . 
of Claim 50 wherein the 
i s gemc i tabane . 
of Claim J50 wherein the 
is gose^elin. 
of Claim 50 wherein the 
is jJrinotecan. 
of/Claim 50 wherein the 

ketoconazole . 
of Claim 50 wherein the 
letrozol . 

Claim 50 wherein the 
s leucovorin. 

Claim 50 wherein the 
levamisole . 
of Claim 50 wherein the 
is megestrol. 
of Claim 5 0 wherein the 
is mitoxantrone. 
of Claim 50 wherein the 
is paclitaxel. 
of Claim 5 0 wherein the 
is raloxifene, 
of Claim 50 wherein the 
is retinoic acid, 
of Claim 50 wherein the 
is tamoxifen. 
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75. The method of Claim 50 wherein t)rie 
antineoplastic agent is thiotepa. 

76. The method of Claim 50 wherein the 
antineoplastic agent is topotecan. 

77. The method of Claim 50 wMerein the 
antineoplastic agent is toremifene 

78. The method of Claim 50 wherein the 
antineoplastic agent is vinore/lbine . 

79. The method of Claim 50 wherein the 
antineoplastic agent is vinblastine. 



80 . The method 
antineoplastic agent ii 

81. The method o 
antineoplastic agent 

82 . The method^ o: 
antineoplastic ager/t is 1 



50 wherein the 
Pristine . 
xa 50 wherein the 
elerisium ( selenomethionine ) 
"laim^ 50 wherein the 
sulindac sulfone. 
laim 5 0 wherein the 



83 . The method of 
antineoplastic agent is ursodeoxycholic acid, 

84. The mfethod of Claim 50 wherein the 
antineoplastic/ agent is ef lornithine (DFMO) . 

85. TlW method of Claim 50 wherein the integrin 
antagonist is selected from compounds, and their 
pharmaceuti£ally acceptable salts thereof, of the group 
consisting /of : 
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1) 



10 



2) 




H 
NH 





HO' "~ ^N' /~ ^C0 2 H 

(3R) -N- [ [5- [ (1, 4, 5, 6-tet/ahydro-5-hydroxy-2- 
pyrimidinyl ) amino] - 

3-pyridinyl] carbonyl Xglycyl-3 - (3-bromo-5- 
chloro-2-hydroxyphenyl) -b-alanine, 



HO' 

(3R) -N-[ [A, 



H 



O N 
H 



O 



h ho A 



M o k 

C0 2 H 



tetrahy^ro-5 
pyridinyl ] car 
2-hydroxyphenyI ) -b-alanine, 



ihydr o - 6 - oxo - 5 - [(1,4,5,6- 
droxy-2 -pyrimidinyl ) amino]— 3- 
nyl] glycyl-3- (3-bromo-5-chloro- 



15 



HO 




C0 2 H 



(3R) -N- [3-amino-5- [ (1,4,5, 6- tetrahydro-5- 
hydroxy- 2 -pyrimidinyl) amino] benzoyl } glycyl-3 - 
(3 -bromo-5-chloro-2-hydroxyphenyl ) -b-alanine , 
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4) 



5) 



6) 
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HO 

CONHOH/ 

(3R) -N- [3- [ (hydroxyamino/carbonyl ] -5- 
[(1,4,5, 6 -tetrahydro-5 -/hydroxy) -2- 
pyrimidinyl ) amino ] benzoyl] glycyl-3 - ( 3 -bromo-5- 
chloro-2-hydroxyphemrl) -b-alanine, 



^C0 2 H 

(3R) -N- [3-/£ (4-, 5Vldihydro-lH-imidazol-2- 
yl) amino 1/benzoyl] glycyl-3 - ( 3 -bromo-5 -chloro-2- 
hydroxyphenyl ) -b-alanine, 




XJ0 2 H 

(3fR)-N-[3- 

[/(aminoiminomethyl) amino] benzoyl ] glycyl-3- (3- 
£romo-5-chloro-2-hydroxyphenyl ) -b-alanine, 
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7) 



8) 



HO 





C0 2 H 



OH 



(3R) -N- [3 -hydroxy- 5- [ (1, /, 5, 6-tetrahydro-5- 
hydroxy-2-pyrimidinyl) ^mino] benzoyl] glycyl-3 - 
( 3 -bromo-5-chloro-2-hydroxyphenyl ) -b-alanine , 



10 



9) 



HO' 

(3R) — N- [3 
hydroxy- 2 
(3 , 5-dicJ 




C0 2 H 



-5- [(1,4,5, 6-tetrahydro-5- 
^rimidinyl) amino] benzoyl ] glycyl-3- 
>-2-hydroxyphenyl ) -b-alanine, 



OH 




C0 2 H 



15 



(BR) -N- [3 -hydroxy- 5- [(1,4,5, 6-tetrahydro-5- 
iydroxy-2-pyrimidinyl) amino ] benzoyl] glycyl-3 - 
' ( 5-bromo-3 -chloro-2 -hydroxyphenyl ) -b-alanine , 
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10) 



10 



15 



11) 



12) 




'CI 



OH 



(3R) -N- [3-hydroxy-5- [ (1,4,5, §^tetrahydro-5- 
hydroxy-2-pyrimidinyl ) amin^ benzoyl ] glycyl-3 - 
(3-bromo-5-chloro-2-hydrQ&yphenyl ) -b-alanine. 



Ny 



b-[3-[[[3-[[< 
yl ) amino] 
di f luorobenz 




C0 2 H 



ihyd 



ro-lH-imidazol-2- 
pher^yZ] iulfc|>nyl ] amino] phenyl ] -3,5- 
epj opano i c ac i d , 




3, 5-^flifluoro-b- [3- [ [ [3- [ (1,4, 5, 6- tetrahydro-2 - 
pyiAmidinyl ) amino] benzoyl ] amino] methyl ] phenyl ] 
bghzenepropanoic acid, 
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m 



13) 



14) 



15) 




H H 



^C0 2 H 



(2E) -3- [3-ethyl-4- [ [3- [ /l, 4, 5, 6-tetrahydro-2- 
pyrimidinyl ) amino] benzoyl ] amino] phenyl] -2- 
propenoic acid, 



10 



15 



16) 



<5f 

(2E) -3- [3- [2- 
yl ) amino ] phe: 
propenoic a#id, 




■-\[ (4 , 5-dihydro-lH-imidazol-2- 
•2-oxoethoxy] phenyl] -2- 




(10S) -flO, ll-dihydro-3- [3- (2- 
pyridinylamino) propoxy] -5H- 
diber/zo [a, d] cycloheptene-10-acetic acid, 
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17) 



10 



15 



18) 



19) 



H ^N-< / 



N- 

H 7C0 2 H 

(2S) -7- [ [ (lH-benzimidazol-2- 
ylmethyDmethylamino] carbonvi] -2,3,4,5- 
tetrahydro-4 -methyl -3 -6xo-^H-l , 4- 
benzodiazepine-2 -acetic ^cid, 



H ^C0 2 H 



(2S)-2,3, 
methyl-lH/ 
yljmethyli] 
benzodiaz 



5-t 



;rahydro-4 -methyl -7- [ [ [ (5- 
Lmi0a2?p [ 4 , 5-b]pyridin-2- 

Lno] carbonyl] -3-oxo-lH-l , 4- 
Lne-2^cetic acid, 



H 




NH 




H 



O 



(bR) -b- [ [ [ (3R) -2-OXO-3- [2- ( 1 , 5 , 6 , 7 - tetrahydro- 
l/8-naphthyridin-2-yl) ethyl] -1- 

rrolidinyl] acetyl] amino] -lH-indole-3- 
>entanoic acid, 
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42) 



43) 



5 86. The method of Clyaim 50 wherein the integrin 

antagonist is 



10 



15 




87 . The rrv 
antagonist is 



(10S) -lp,/Ll\-dihyaro-3- [3- (2- 
pyridin^amkLno) propoxy] -5H- 
dibenzi/tci^d) eye loheptene- 10 -acetic acid . 

'of Claim 50 wherein the integrin 



;2S) -7- [ [ (lH-benzimidazol-2- 
^ImethyDmethylamino] carbonyl] -2,3,4,5- 
tetrahydro-4-methyl-3-oxo-lH— 1 , 4- 
benzodiazepine- 2 -acetic acid . 
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88. The method of Claim 50 wherein the ipxegrin 
antagonist is 



H ^C0 2 H 

(2S) -2, 3 , 4, 5-tetrahydro-^-methyl-7- [ [ [ (5- 
methyl-lH-imidazo [4, 5-p] pyridin-2 - 
yl] methyl ] amino] carbafnyl] -3-oxo-lH-l, 4- 
benzodiazepine-2 - acTetic acid. 
89. The method of Clg/lm 50 wherein the integrin 
antagonist is 




II 



O \ O 



O H 

(bR) -16-U [\ (3R) -2-oxo-3- [2- (1, 5, 6 , 7-tetrahydro- 
1, 8-XaphtAyridin-2-yl) ethyl] -1- 
pyyrolidinyl] acetyl] amino] -lH-indole-3 - 
p^ritanoic acid. 
90. 'fhe method of Claim 50 wherein the integrin 
antagonist is 



MeHN 




/91. The method of Claim 50 wherein the integrin 
antagonist is Vitaxin antibody ( Ixsys ) . 



WO 00/38665 



PCT/US99/30670 



10 



15 



-203- 



9 5 . The me, 
antagonist is 




92. The method of Claim 50 wherein the' integrin 
antagonist is Merck KGaA EMD-121974, cycl<y[RGDf -N (Me) V- 
] . 

93. The method of Claim 50 where/n the integrin 
antagonist is 

/ — N 

o o 

NHC0 2 Ph 

94. The method of Claim/50 wherein the integrin 
antagonist is 

n / 

O NHS0 2 Ph 



f Claim 50 wherein the integrin 



C0 2 H 



antagoni 



96. The method of Claim 5 0 wherein the integrin 
ist i's 




co 2 H ^ 

97. / The method of Claim 50 wherein the neoplasia 
is selected from the group consisting of lung cancer, 
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breast cancer, gastrointestinal cancer, bidder cancer, 
head and neck cancer and cervical cancel 

98. The method of Claim 50 wher/in the neoplasia 
is selected from the group consisting of acral 
5 lentiginous melanoma, actinic keratoses, adenocarcinoma, 
adenoid eyes tic carcinoma, adenomas, adenosarcoma, 
adenosquamous carcinoma, astrocytic tumors, bartholin 
gland carcinoma, basal cell /carcinoma, bronchial gland 
carcinomas, capillary, carcinoids, carcinoma, 
10 carcinosarcoma, cavernous, cholangiocarcinoma, 

chondosarcoma , choriod/ plexus papi 1 loma / care inoma , c lear 
cell carcinoma, y^s^denoma, endodermal sinus tumor, 
endometrial hyperplasia, endometrial stromal sarcoma, 
endometrioid adenocarcinoma, ependymal , epitheloid, 
15 Ewing's sarcom^/ f ibrjplamellar , focal nodular 

hyperplasia, gastrinoma, germ cell tumors, glioblastoma, 
glucagonoma , /herrangiblas tomas , hemangioendothelioma , 
hemangiomas/ hepjatic adenoma, hepatic adenomatosis, 
hepatocellular carcinoma , insulinoma , intaepithelial 

2 0 neoplasia^ interepithelial squamous cell neoplasia, 

invasive^ squamous cell carcinoma, large cell carcinoma, 
leiomyosarcoma, lentigo maligna melanomas, malignant 
melanoma, malignant mesothelial tumors, medulloblastoma, 
medulloepithelioma, melanoma, meningeal , mesothelial , 
25 metastatic carcinoma, mucoepidermoid carcinoma, 

neuroblastoma, neuroepithelial adenocarcinoma nodular 
melanoma, oat cell carcinoma, oligodendroglial , 
osteosarcoma, pancreatic polypeptide, papillary serous 
adenocarcinoma, pineal cell, pituitary tumors, 

3 0 plasmacytoma, pseudosarcoma, pulmonary blastoma, renal 
/cell carcinoma, retinoblastoma, rhabdomyosarcoma, 
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sarcoma, serous carcinoma, small cell carcinoma, soft 
tissue carcinomas, somatostatin-secreting ytumor, 
squamous carcinoma, squamous cell carcinoma, 
submesothelial , superficial spreading rnelanoma, 
5 undifferentiated carcinoma, uveal melanoma, verrucous 
carcinoma, vipoma, well differentiated carcinoma, and 
Wilm's tumor. 

99 . A combination comprising an integrin 
antagonist and one or more antineoplastic agents, 
10 wherein said antineoplastic agents are selected from the 
group consisting of anastrople, calcium carbonate, 



15 



20 



capeci tabine , carbopla 
461 , cyclophosphamide, 
etoposide , f luorouraci 
gemci tabine, gosereli 
letrozol , leucovori 
mitoxantrone, pacli 



taxelV 



25 



risplatin, Cell Pathways CP- 
•axel , doxorubicin, 
(5-Ft^) , fluoxymestrine, 
.rinotecan, ketoconazole, 
ramisole , megestrol , 

raloxifene, retinoic acid, 
tamoxifen, thiote£a, topotecan, toremifene, vinorelbine, 
vinblastine, vincristine, selenium (selenomethionine) , 
ursodeoxycholic/ acid, sulindac sulfone and ef lornithine 
( DFMO ) 

100. The combination of Claim 99 wherein the 
integrin antagonist is selected from compounds, and 
their pharmaceutically acceptable salts thereof, of the 
group consisting of: 
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H 
NH 



O 





HO "N' /~ "C0 2 H 

(3R) -N- [ [5- [ (1, 4, 5, 6-tet^hydro-5-hydroxy-2- 
pyrimidinyl ) amino] - 

3-pyridinyl] carbonyl] g4ycyl-3- (3-bromo-5- 
chloro-2-hydroxyphenyl ) -b-alanine , 



(3R) -N- 
tetrahy 
pyridiny 5 
2 -hydro 



.N. 



CQ 2 H 



[ \ ^-di^ydro-6-oxo-5- [(1,4,5,6- 

:oxy-2-pyrimidinyl ) amino]— 3- 
*arbonyl] glycyl-3- (3-bromo-5-chloro- 
lenyl) -b-alanine, 



HO 




CQ 2 H 



(3R) -N- [3 -amino- 5- [(1,4,5, 6-tetrahydro-5- 
^ydroxy-2-pyrimidinyl ) amino] benzoyl} glycyl-3 - 
[ 3 -br omo - 5 - chl or o - 2 -hydroxypheny 1 ) -b- al anine , 
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4) 



5) 



6) 



-207- 



CONHOH 

(3R) -N- [3 - [ (hydroxyamino) - 
[(1,4,5, 6-tetrahydro-5-hydroxy) -2- 
pyriitiidinyl ) amino ] benzoyl ] glycyl-3- (3-bromo-5 
chloro-2-hydroxyphenyZ ) -b-alanine , 




(3R)-N-[ 
yl ) amino 
hydroxyph 



I V 

C0 2 H 

ii)hydro-lH-imidazol-2- 
:oyl] glycyl-3- (3 -br omo - 5-chloro-2 
. ) -b-alanine. 



Br 

(3R)-*-[3- 

[ ( amino iminome thy 1) amino] benzoyl ] glycyl-3- (3- 
bron/o-5-chloro-2-hydroxyphenyl ) -b-alanine, 



\ 
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HO 




CQ 2 H 



OH 



(3R) -N- [3-hydroxy-5- [ (1/4 , 5 , 6-tetrahydro-5- 
hydroxy-2-pyrimidinyiyamino] benzoyl] glycyl-3- 
( 3 -bromo-5-chloro-2 -£ydroxyphenyl ) -b-alanine , 



HO" 



.N. 
NH 



f-ht 




C0 2 H 



HO 



roxy-5 - [(1,4,5, 6-tetrahydro-5- 
imidinyl ) amino] benzoyl ] glycyl-3- 
2 -hydroxyphenyl ) -b-alanine , 



CI 

H O H HC Vl 

( ^NH H O k CQ2H 



Br 



OH 



(3R) -N- f 3 -hydroxy- 5- [(1,4,5, 6-tetrahydro-5- 
hydroxy-2-pyrimidinyl) amino] benzoyl] glycyl-3 - 
( 5 -bromo-3 -chloro-2 -hydroxyphenyl ) -b-alanine , 
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10) 



11) 



12) 



13) 
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Br, 




*CI 



C0 2 H 



OH 



(3R) -N- [3-hydroxy-5- [ (1, 4, y, 6-tetrahydro-5- 
hydroxy-2-pyrimidinyl) amirio] benzoyl ] glycyl-3- 
( 3 -bromo-5-chloro-2-hyctroxyphenyl ) -b-alanine. 



H 




C0 2 H 



b-[3-[[[3 
yl ) amino] 
dif luorobe; 



-J[ [^f5-dihVdro-lH-imidazol-2- 

yl ] sulfipnyl ] amino] phenyl] -3,5- 
nepropanoic acid, 



H O 
k^NH Kj H 




C0 2 H 



3, 5/difluoro-b- [3- [ [ [3- [ ( 1 , 4 , 5 , 6- tetrahydro-2- 
pyrimidinyl) amino] benzoyl] amino] methyl] phenyl] 
mzenepropanoic acid, 




OMe 

NHC0 2 iPr 



14f 
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15) 



16) 



H H 



(2E) -3- [3-ethyl-4- [ [3- [ (1, 4, 5, 6-^tetirahydro-2- 
pyrimidinyl) amino] benzoyl ] amiijo] phenyl] - 2- 
propenoic acid, 



C0 2 H 



(2E) -3- [3- [2- [3- [ (4 , 5^-dihydro-lH-imidazol-2 - 
yl) amino ] phenyl ] -2 -^xoethoxy] phenyl] -2- 
propenoic acid, 




.^C0 2 H 



15 



20 



17) 



(10S) -10, 
pyridiny^amii 
dibenzo/[a, d] c; 



Lhydro-3- [3- (2- 
»)propoxy] -5H- 
^cloheptene-10-acetic acid. 



a 



N I 



N 




N- . 
H ^CQ 2 H 



(2"S) -7- [ [ (lH-benzimidazol-2- 
rlmethyl ) methyl amino] carbonyl ] -2 , 3 , 4 , 5- 
:etrahydro-4-methyl-3-oxo-lH— 1 , 4- 
'benzodiazepine-2 -acetic acid. 



18) 



WO 00/38665 



-211- 
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5A# 



10 



19) 



20) 



21) 



"C0 2 H 

(2S) -2 , 3 , 4 , 5-tetrahydro-4-merfiyl-7- [ [ [ (5- 
methyl-lH-imidazo [4 , 5-b]py^adin-2- 
yl] methyl] amino] carbonyl ] /3 -oxo-lH-1 , 4 - 
benzodiazepine-2-acetic /acid, 




(bR)-b- [ [ 
1 , 8-naphq 
pyrrolidi* 



O H 

o-3- [2- (1, 5/6, 7-tetrahydro- 
rd\din-2^1) ethyl] -1- 

cetyl] amino] -lH-indole-3 - 



l) -2-03 



pentano/c acid, 



H O 




O 

OH 
NHS0 2 Ph 



15 



^-NH 




OH 
NHS0 2 Ph 
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101. The combination of Claim 99 ^herein the 
integrin antagonist is 



(10S) -10, 11-dihydroyQ- [3- (2- 
pyridinylamino) proipoxy] -5H- 
dibenzo [a, d] cyclaheptene-10-acetic acid. 
102. The combination /of Claim 99 wherein the 
integrin antagonist is 



10 



15 



20 




>enzimidazol -2 - 
t amino] carbonyl] -2,3,4,5- 
:hyl-3-oxo-lH-l, 4- 
:\epine- 2 -acetic acid, 
lation of Claim 99 wherein the 
is 

H ^C0 2 H 

(ts) -2,3,4, 5-tetrahydro-4 -methyl -7- [ [ [ (5- 
(ethyl-lH-imidazo [4 , 5-b] pyridin-2- 
'l]methyl] amino] carbonyl] -3-oxo-lH-l, 4- 
f benzodiazepine -2 -acetic acid . 
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104. The combination of Claim 99 whei^ein the 
integrin antagonist is 



H 



O \ O 



10 



15 



(bR) -b- [ [ [ (3R) -2-oxc/-3- [2- (1,5, 6 , 7- tetrahydro- 
1, 8-naphthyridin-2/yl) ethyl] -1- 
pyrrolidinyl ] acetyl] amino] -lH-indole-3- 
pentanoic acid. 
105. The combination/ of Claim 99 wherein the 
integrin antagonist is 



MeHNy 




10 6 . The co: 
integrin antagon 

107 . The c 
integrin antagqhist 



f ',,/C0 2 H 

iati6n of Claim 99 wherein the 
is Vitaxin antibody ( Ixsys ) . 
lation of Claim 99 wherein the 
ks Merck KGaA EMD-121974, 



cyclo [RGDf-N(Mfe) V-] . 

108. ThJ combination of Claim 99 wherein the 
integrin antagonist is 



/ — N 

0-.T 



OH 
NHC0 2 Ph 
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109. The combination of Claim 99 where/n the 
integrin antagonist is 




110. The combination of Clai^m 99 wherein the 
integrin antagonist is 

CF 3 

N — \ 

H A 

C0 2 H 

111. The combination of Claim 99 wherein the 
integrin antagon^ 

/ah 

.o^ 




C0 2 H 

112 . The c/>iftbination of Claim 1 wherein the 
antineoplastic^ agent is anastrozole, 

113. Thar combination of Claim 1 wherein the 
antineoplast/ic agent is calcium carbonate* 

114. Tme combination of Claim 50 wherein the 
antineoplastic agent is anastrozole. 

115. /The combination of Claim 50 wherein the 
antineoplastic agent is calcium carbonate. 



